Background: Large population-based studies of risk factor for lung metastases at the presentation with primary osseous neoplasms are lacking and necessary. We aim to examine potential risk factors of lung metastases at presentation with primary osseous neoplasms using Surveillance, Epidemiology, and End Results (SEER) database tool. Methods: We collected patients diagnosed with primary osseous neoplasms between 2010 and 2015 from the SEER database. Patients were divided into two groups: patients with lung metastases or patients without lung metastases. Patient characteristics such as age, sex, race, tumor size, histologic types, histologic grade, and lung metastasis were collected. Univariate and multivariate logistic regression analyses were applied to determine which characteristics were risk factors for lung metastasis at diagnosis. Results: A total of 4459 patients were collected, and 507 patients had lung metastases at presentation. Data on age, race, gender, primary site, grade, tumor size, and histology types were enrolled into the multivariate logistic analysis. Higher grade (OR = 5.197, 95% CI 3.328 to 8.117), histology type (Ewing sarcoma: OR = 1.432, 95% CI 1.020 to 2.009; osteosarcoma: OR = 1.597, 95% CI, 1.073 to 2.377), and larger tumor size (≥ 5 cm: OR = 3.528, 95% CI 2.370 to 5.251) were associated with an increased risk of lung metastasis at presentation. Conclusion: Histology types (osteosarcoma and Ewing sarcoma) were related to a higher risk of lung metastases in primary osseous neoplasms patients. Patients with osteosarcoma and lager tumors or higher tumor grade were associated with higher possibility of lung metastases. Patients with Ewing sarcoma and larger tumors have more tendency of lung metastases. These patients are supposed to receive chest CT scans at the presentation with primary osseous neoplasms.
Introduction
Primary osseous neoplasms were rare diseases with high mortality and affected patients of every age. Metastases were factors for worse prognosis for these patients, which might be a cause of death of these patients. Primary osseous neoplasms have metastatic potential to the lung, liver, and brain, and the lung is the main target.
Although surgical amputation was often performed for patients with osteosarcoma before the advent of cancer chemotherapy, approximately 80% of patients still died of lung metastases [1, 2] . Among these patients, most of them have no obvious symptoms over a long period of time. In fact, according to previous literature, approximately 10-40% of patients had lung metastases at the presence of primary osseous neoplasms [3, 4] . Patients with lung metastasis were generally diagnosed by lung CT scan following diagnosis of primary osseous neoplasms. And the current treatment for patients with lung metastasis is complete surgical resection [5] . However, to the best of our knowledge, analysis of risk factors for lung metastasis in patients with primary osseous neoplasm has not been reported.
We used the Surveillance, Epidemiology, and End Results (SEER) Program database, which is commonly used for the analysis of rare cancer. The SEER database represents approximately 30% of the US population. Previous studies reported some social and clinical factors may be risk factors of lung metastases at presentation with malignant primary osseous neoplasms, but more researches are needed to reveal the associations.
The purpose of the present study was to examine the potential risk factors related to an increased rate of lung metastases at presentation with primary osseous neoplasms. A better understanding of the risk and the clinicopathological features of primary osseous neoplasm patients with lung metastases can help identify patients with high-risk factors and improve prognosis.
Materials and methods

Patient cohort
Patient information was accessed using the SEER database, which comprises 18 cancer registries and covers approximately 30% of the US population. The SEER database was accessed using SEER*Stat software (version 8.3.4).
The inclusion criteria were used as follows: (1) primary osseous neoplasms, (2) diagnosed between 2010 and 2015, (3) site limited to a bone only, and (4) diagnosis acquired in a living patient. The exclusion criteria were used as follows: unknown status of lung metastasis.
Statistical analysis
The incorporated variables were compared between groups with the presence or absence of metastasis using chi-squared test. Univariate logistic analysis was used to select variables as possible risk factors associated with distant metastasis. Multivariate logistic analysis was then applied to determine the risk factors selected in the univariate analysis.
Chi-squared test, univariate logistic analysis, and multivariate logistic analysis were conducted via SPSS version 24. A two-sided p < 0.05 was considered statistically significant.
Results
Patient baseline characteristics
A total of 4459 primary osseous neoplasms patients diagnosed from 2010 to 2015 were collected from the SEER database. Patient characteristics are listed in Table 1 . Of the 4459 patients with primary osseous neoplasms, 2530 (56.7%) were female and 1929 (43.3%) were male. A total of 1144 (25.7%) patients were diagnosed with low grade, and 1606 (36.0%) were diagnosed with high grade. Among these patients, 507 (11.4%) patients had lung metastases. Based on the chi-squared test between non-metastatic and metastatic patients, an increased rate of lung metastasis was found to be associated with younger age, extremity site, higher grade, lager tumor size, osteosarcoma, and Ewing sarcoma ( Table 1) .
Risk factors for metastasis to lung at diagnosis
Data on age, race, gender, primary site, grade, and tumor size were enrolled into the univariate logistic regression analysis. Age, gender, primary site, grade, tumor size, and histology type were found to be associated with lung metastasis in the univariate analysis. After controlling for confounding variables using multivariate logistic analysis, gender, histology type, grade, and tumor size were identified as independent risk factors for lung metastasis at diagnosis, while age lost significance (Tables 2 and 3) .
Specifically, multivariate analysis demonstrated an increased risk of metastasis among male patients: OR = 1.243, 95% CI 1.020 to 1.516; patients with osteosarcoma: OR = 1.432, 95% CI 1.020 to 2.009; patients with Ewing sarcoma: OR = 1.597, 95% CI 1.073 to 2.377; patients with higher grade: OR = 5.197, 95% CI 3.328 to 8.117; and patients with a tumor larger than 5 cm: OR = 3.528, 95% CI 2.370 to 5.251.
Risk factors for metastasis to lung at diagnosis of osteosarcoma
Data on age, race, gender, primary site, grade, and tumor size were enrolled into the univariate logistic regression analysis. Gender, grade, and tumor size were found to be associated with lung metastasis in the univariate analysis. After controlling for confounding variables using multivariate logistic analysis, grade and tumor size were identified as independent risk factors for lung metastasis at diagnosis, while gender lost significance. Specifically, multivariate analysis demonstrated an increased risk of metastasis among higher grade patients: OR = 4.861, 95% CI 1.948 to 12.131; and patients with lager tumor: OR = 3.432, 95% CI 1.715 to 6.867 (Table 4 ).
Risk factors for metastasis to the lung at diagnosis of Ewing sarcoma
Data on age, race, gender, primary site, grade, and tumor size were enrolled into the univariate logistic regression analysis. Tumor size was found to be associated with lung metastasis in the univariate analysis. After controlling for confounding variables using multivariate logistic analysis, tumor size was identified as an independent risk factor (OR = 5.213, 95% CI 2.052 to 13.245) for lung metastasis at diagnosis (Table 5 ). 
Risk factors for metastasis to the lung at diagnosis of chondrosarcoma
Data on age, race, gender, primary site, grade, and tumor size were enrolled into the univariate logistic regression analysis. Gender, grade, and tumor size were found to be associated with lung metastasis in the univariate analysis. After controlling for confounding variables using multivariate logistic analysis, tumor grade was identified as an independent risk factor (OR = 6.204, 95% CI 3.483 to 11.048) for lung metastasis at diagnosis (Table 6) , while gender and tumor size lost significance.
Discussion
Lung metastases are of particular poor prognosis among patients with primary osseous neoplasms. It is assumed that approximately 10-40% of the patients have detectable lung metastases at diagnosis of malignant primary osseous neoplasms. In our study, analysis of the SEER database from 2010 to 2015 revealed that 11.4% cases of primary osseous neoplasms presented with lung metastases at the time of initial diagnosis. Osteosarcoma, Ewing sarcoma, larger tumors, and higher grade were Including American Indian/Alaska Native, Asian/Pacific Islander associated with a higher risk of lung metastases in primary osseous neoplasm patients at diagnosis. Primary osseous neoplasms are rare malignancies in the bone. Some of the more common malignant tumors include osteosarcoma, Ewing sarcoma, chondrosarcoma, and chordoma [6, 7] . Lung metastasis was the poor survival factor in these patients [8, 9] . Death from malignant bone tumors is usually the result of progressive lung metastasis with respiratory failure secondary to widespread disease [10, 11] . We found that the incidence of lung metastasis was 18.8% (Ewing sarcoma), 15.9% (osteosarcoma), 5.3% (chondrosarcoma), and 1.1% (chordoma). Ewing sarcoma is highly malignant with early metastasis to the lung and bone. Metastasis is commonly hematogenous and related to stemness [12] . Osteosarcoma is the most common primary malignant bone sarcoma and affects all ages. Previous studies report that 10-47% of osteosarcoma patients have lung metastasis at diagnosis [13] . Bielack et al. found that the incidence proportion of lung metastasis was 10.75% [14] . Kaste et al. reported that the incidence of lung metastases among patients with osteosarcoma was 15% [13] . Munajat et al. found that 33 patients (47%) had evidence of lung metastasis in a cohort of 70 patients with osteosarcoma [15] . Huang et al. found that the incidence of lung metastasis was 16.7% of patients with osteosarcoma [16] . In our study, we found osteosarcoma patients with larger tumor size or higher malignancy are risk factors for lung metastases. Chondrosarcoma is the second most frequent primary malignant bone sarcoma [17] . However, it is considered that metastasis is less common in patients with chondrosarcoma [17] [18] [19] , while patients with chondrosarcoma and higher grade have more chance of lung metastases. Previous study reported that 11.2% of patients at 11 hospitals developed lung metastases after initial treatment of primary chondrosarcoma [20] . In our study, 5.3% (chondrosarcoma) has lung metastases. The rate of metastasis is related to histological tumor grade. Although Ewing sarcoma was a rare sarcoma type in younger age, in our study, Ewing sarcoma is the most common lung metastases sarcoma type. The rate of lung metastases is 18.8%. Patients with Ewing sarcoma and larger tumors have more chance of lung metastases.
Through the SEER database, we used large sample analysis to observe the risk factors of lung metastasis in malignant bone tumors. We determined that larger tumor size is an independent risk factor for lung metastasis at presentation. The larger the tumor size, the more lung metastases at diagnosis. Tumor size has been previously reported to be an independent prognostic factor for overall survival of patients with osteosarcoma and the occurrence of lung metastasis on plain radiographs or magnetic resonance imaging (MRI) [10] . Munajat et al. reported that larger tumors are more likely to correlate with lung metastasis in their cohort of 70 patients with osteosarcoma [15] . Changes in tumor size may be closely related to its biological behavior [21] . A large primary tumor is more likely to be associated with distant metastasis.
We also identified higher tumor grade as an independent risk factor for lung metastasis at diagnosis. Previous studies reported that 40-60% of patients of the highgrade sarcomas will develop lung metastases, of which 70-80% will have disease limited to lungs, likely through hematogenous spread [21] . Bjornsson et al. revealed that high grade (II or III) was significantly related to both increased risks of recurrence (36.2% of recurrence at 10 years vs. 15.2% for grade I; p < 0.001) and metastasis (29.3% of metastasis at 5 years vs. 4.6% for grade I; p < 0.001) [20] . Giuffrida et al. found that high-grade tumors had a hazard ratio of 3.4 for death when compared with low-grade tumors [22] . Song et al. found that higher grade was associated with an increased risk of metastasis at presentation, which demonstrated the high tendency to metastasize in high-grade tumors [23] . Several limitations should be taken into consideration in the present study. First, we did not include other potential risk factors such as pathologic fracture, which has proven to be a prognostic factor for survival. The reason was that the SEER database did not record these variables. In addition, specific location of the tumors or complete information regarding the size was not available in the SEER database. Finally, our results were analyzed based on retrospective cohort data; thus, prospective researches are needed for further validation.
Conclusions
The present study identified risk factors for lung metastases in patients with primary osseous neoplasms. It would be helpful for clinicians to evaluate patients' risk of lung metastasis and counsel patients regarding the possibility of lung metastasis at diagnosis. Moreover, our study could provide insights into clinicopathological factors which are related to the development of lung metastatic primary osseous neoplasms to diagnosis. Including American Indian/Alaska Native, Asian/Pacific Islander
